Background
Introduction
The US Food and Drug Administration (FDA) coined the term acute bacterial skin and skin structure infections (ABSSSIs) in a guidance document for industry released in the year 2013.
[1] The FDA defines ABSSSIs as lesions with a minimum surface area of approximately 75 cm 2 and includes cellulitis/erysipelas, wound infections, and major cutaneous abscesses. Gram-positive organisms cause the majority of ABSSSIs. Beta hemolytic streptococci and Staphylococcus aureus including methicillin-resistant S aureus (MRSA) are frequent causes of ABSSSIs; bacterial organisms less frequently causing ABSSSIs include other streptococci, Enterococcus faecalis, and gram-negative bacteria. [2, 3] Increasing numbers of ambulatory patients are seeking treatment for skin and skin structure infections (SSSIs). [4] [5] [6] Results from an analysis of the National Hospital Ambulatory Medical Care Survey (NHAMCS) data show an increase in ambulatory SSSI visits from 1.35% in the year 1993 to 2.98% in the year 2005 (P < .001 for trend). [5] Results from a combined analysis of the NHAMCS and the National Ambulatory Medical Care Survey show a 50% increase in patient visits to physician offices, hospital outpatient departments, and emergency departments for SSSIs from the year 1997 through the year 2005. [4] Although the majority of patients presenting to ambulatory clinics for SSSI treatment can be treated as outpatients, a percentage of patients will require inpatient management. [4, 7] Study results show that SSSI hospitalizations increased in the United States by 29% from the year 2000 through the year 2004. [8] In contrast, there was no increase in hospital admissions for pneumonia during this same time period. The largest increases were for patients with superficial infections such as cellulitis and abscess compared to those with deeper or healthcare-associated infections such as postoperative wound infections and vascular device related infections, for patients aged less than 65 years compared to those aged 65 to 100 years, and for patients hospitalized in urban compared to rural hospitals.
Study results specific to S aureus SSSIs show a 123% increase in hospitalizations in the United States from the year 2001 through the year 2009. [9] During this time period, S aureus SSSI incidence more than doubled from 57 infections per 100,000 people in the year 2001 to 117 infections per 100,000 people in the year 2009 (P < .001). The average associated cost of a S. aureus SSSI hospitalization was $11,622 per patient and total annual costs were estimated at $4.5 billion (2010 US$) in the United States for the year 2009.
Information on SSSI hospital admissions for adult patients since 2004 is not available in the published literature. Additionally, the effects of SSSI admissions on healthcare resource utilization in the United States are unknown. In this era of healthcare reform, a clear understanding of the current trends and the associated economic burden of SSSI hospitalizations is needed.
Therefore, we performed a study to determine recent trends in SSSI hospital admissions, document healthcare resource utilization, and identify covariates associated with hospital costs and mortality for adult patients hospitalized for SSSI treatment in the United States.
Methods

Study Design and Data Source
We performed a retrospective cross-sectional database analysis using discharge data from the US Healthcare Cost and Utilization Project (HCUP) National Inpatient Sample (NIS) for the years 2005 through 2011. Patient characteristics and healthcare resource utilization were assessed, recent trends described, and covariates significantly associated with hospital costs and mortality were determined for patients hospitalized with a SSSI primary diagnosis. The HCUP NIS dataset is the largest publicly available all-payer inpatient care database and includes information on patient demographics, hospital characteristics, insurance coverage, primary and secondary procedures, admission and discharge status, healthcare charges, length of stay (LOS), and severity adjustment measures. [10] This stratified, random sample of data is obtained from approximately one-fifth of short-term, non-federally funded hospitals in the United States. Each year of data contained in the NIS provides information on approximately 8 million hospitalizations occurring in approximately 1,000 hospitals. The HCUP NIS dataset is a de-identified patient claims data, and hence an approval from institutional review board or patient consent was not required for this study.
Patient Selection
We included data for all hospital admissions for patients 18 years of age or older with a primary diagnosis of SSSI. Hospital admissions with a primary SSSI diagnosis were identified by using selected International Classification of Diseases, Ninth Revision, Clinical Modification (ICD-9-CM) discharge codes (Table 1) . Selected ICD-9-CM codes were consistent with infection types described in the FDA guidance on acute bacterial SSSIs. [1] Outcome Measures Patient characteristics evaluated included age, gender, race, insurance status (eg, self-pay, Medicare, Medicaid, private), discharge disposition, and All Patient Refined Diagnosis Related Group (APR-DRGs) severity of illness (SOI) and risk of mortality (ROM) descriptors. Four APR-DRG SOI and ROM levels are defined, level 1 corresponds to minor, 2 to moderate, 3 to major, and 4 to extreme SOI or ROM. Levels represent categories and not scores and account The NIS database contains total hospital charge data for each hospital discharge. The HCUP provides a separate hospital-specific cost-to-charge ratio file which was used to convert hospital charges to costs. Costs were then inflated to 2012 US dollars.
Statistical Analyses
Descriptive univariate and bivariate analyses were conducted to assess patient and hospital characteristics as well as total healthcare costs. The mean and standard deviation were calculated for continuous variables; frequency and proportions were calculated for categorical variables. All analysis results were reported as annualized national estimates determined using the 'SURVEY' procedures (surveylogistic and surveyreg, where appropriate) in SAS v9.2 (SAS Institute Inc., Cary, NC) adjusting for the survey design of the NIS data and taking into consideration the NIS sample weights, stratification, and clustering variables. A two-sided P-value of < .05 was considered statistically significant.
Generalized linear models (GLM) with gamma distribution, and log link and logistic regression were used to assess variables associated with total healthcare costs and mortality, respectively. Least squares (LS) means (ie, covariate adjusted group means) were calculated from these models for LOS and cost, holding the covariates at their mean value or in the case of categorical variables, applying a distribution across levels consistent with the overall cohort (e.g., if 20% were male and 80% female within the cohort, the same distribution would be assumed for sex when calculating mean cost). Total costs were stratified by type of infection as well as length of inpatient stay. The LS means were adjusted for patient demographics (ie, age, sex, race, insurance status, year of admission, and discharge disposition), hospital characteristics (ie, region, location, size, and teaching status), and APR DRG SOI level.
Results
Of the more than 275 million hospital admissions (weighted to national estimates) represented by the HCUP NIS for the years 2005 through 2011, a total of 4,891,187 hospital admissions (1.8%) with a primary diagnosis of SSSI were identified for patients 18 years of age or older. A total of 60.3% of patients were white, 50.8% male, 40.7% insured through Medicare, and 53.8% routinely discharged ( Table 2 ). The most common primary SSSI diagnosis was 'other cellulitis/ abscess' (73.5%) (Fig 1) . The most common APR-DRG SOI classifications were levels I (30.1%) and II (43.5%); the most common APR-DRG ROM classification was level 1 (60.4%). Diabetes (25.2%), chronic obstructive pulmonary disease (17.3%), congestive heart failure (10.3%), moderate to severe renal disease (9.3%), peripheral vascular disease (6.2%), and diabetes with complications (5.5%) were the most prevalent comorbidities. There was a significant change in number of comorbidities over time with a significant decrease in the percent of patients without comorbidities in the 2005 to 2011 timeframe (from 3.5% in the year 2005 to 1.9% in the year 2011; P < .001 for the trend). In general, patient characteristics remained similar throughout the study.
A large proportion of hospital admissions data for SSSIs were contributed by hospitals that were large in size (greater than 175 to 450 beds; 59.1%), from the South (39.0%), in an urban location (85.4%), privately (non-profit) owned (71.0%), and non-teaching (55.3%). 
SSSI-related Resource Utilization
Admissions for primary SSSI infections significantly varied over the study period (P < .001) ranging from a low of 1.6% in the year 2005 to a high of 2.0% in the year 2011. The SSSI mortality rate did not differ over the assessed time period (P = .174 for trend; Fig 2) . Mean hospital 
Multivariate Analyses
Numerous variables were determined to be significantly associated with mortality and total hospital costs in multivariate analyses (Table 4) 
Discussion
Hospital admissions for SSSIs continue to account for a growing percentage of hospitalizations in the United States. Admissions for primary SSSI infections significantly varied over the study period (from 1.6% to 2.0%), which could translate into about 650 to 800 hospitalizations annually at a large teaching medical center (assuming approximately 40,000 admissions per year). We found an estimated 17% increase in the total number of adult hospitalizations to US acutecare, non-federally funded hospitals from the year 2005 through the year 2011 for SSSIs. It is possible that rates of hospitalization are increasing as a result of multi-drug resistance (MDR) increase globally. MDR pathogens, such as MRSA, are associated with increased rates of treatment failure. In addition, the vast majority of SSSI hospital admissions were for patients with comorbidities; diabetes was the most common comorbidity. The number of SSSI hospital admissions for patients with no comorbidities decreased 37% from the year 2005 through the year 2011, which might also explain the increase in hospitalization rates during the study period. In addition, age of the cohort increased over time, which might also explain the increased need for hospitalization in the latter years of the study.
Although mean hospital LOS decreased from 5.4 days in the year 2005 to 5.0 days in the year 2011, mean hospital costs remained stable. As expected, hospital costs increased with increasing LOS; costs were 3-times higher for admissions lasting more than 3 days than those lasting less than 3 days. Factors that might explain why LOS decreased over the study period include changes in SSSI treatment regimens, increased utilization of clinical guidelines or pathways, improved recognition of resistant pathogens such as MRSA, strong healthcare reform environment to manage and treat patients more efficiently, increased administration of appropriate empiric antibiotic therapy, availability of oral antibiotics that can allow early discharge and switch to oral formulations, and shortened hospital stays in general for patients. Mean costs per admission were found to be stable despite the reduction in LOS, which could be explained by increased use of new antimicrobials available for treatment of SSSI, that are more expensive than generic vancomycin or cephalosporins (daptomycin, telavancin, linezolid etc).
The implications of our findings suggest that SSSI will continue to be an area where hospital policy makers focus. The reductions in LOS findings indicate that many patients may be continuing treatment outside of the hospital (either outpatient infusion centers or new oral therapies). With Affordable Care Act legislation, there will continue to be strong incentives to shift care to outpatient settings. The treatment paradigm will be shifted as the external policies continue to challenge health care decision-makers to find better ways to manage patient efficiently in non-hospital settings. Results from our study are similar to and expand upon those reported by Edelsberg et al. and Suaya et al. [8, 9] Edelsberg identified all hospital admissions in the HCUP NIS database with a principle diagnosis of SSSI for the years 2000 through 2004 regardless of age. [8] Edelsberg used a broader definition for SSSI that included more ICD-9 codes compared to this study. Results from this study showed a 29% increase in SSSI hospitalizations from the year 2000 through the year 2004.
Suaya et al. used the HCUP NIS database to quantify the incidence and associated costs for S aureus SSSIs from the year 2001 to the year 2009. [9] All patients with a S aureus infection were identified using ICD-9-CM codes. Patients with a concomitant SSSI diagnoses were then identified using additional ICD-9-CM codes (most of which were not included in our study). Results from this study showed a 123% increase in S aureus SSSI in the United States from 160,881 in the year 2001 to 358,212 in the year 2009. Additionally, the share of S aureus hospitalization represented by SSSIs increased from 39% in the year 2001 to 51% in the year 2009. Although adults 75 years of age or older had the smallest increase in S aureus SSSI incidence from the year 2001 to 2009, they had the overall highest S aureus SSSI hospitalization incidence across all studied years.
In addition to trends in S aureus SSSI incidence, Suaya also evaluated healthcare resource utilization for this patient population. From the year 2001 to 2009 S aureus SSSI hospitalization costs increased 26% implying an increase in national costs from $3.36 to $4.22 billion ($US 2010). The authors postulated that national costs did not increase more due to the lower age of those hospitalized and an overall decrease in hospital LOS.
Although our results continue to show an increase in SSSI hospitalizations, data from the last 5 years suggest that this increase may be slowing. From the year 2007 through the year 2011, we found only an 11% increase in SSSI hospitalizations with the greatest increase occurring in patients 65 years of age or older. In contrast, Edelsberg reported that the greatest increase in SSSI admissions was for patients less than 65 years of age compared to those 65 to 100 years of age and Suaya reported the greatest increase in S aureus SSSI hospitalizations in children 0 to 17 years of age (318% increase) and adults aged 18 to 44 years (173% increase). A potential explanation for this difference in infection rates for these age ranges may be the differences in ICD-9-CM codes utilized in these studies or the possibility that more of the younger patients are now receiving only outpatient therapy for SSSIs.
Edelsberg et al. also reported greater increases in SSSI admissions for patients seen in urban rather than rural hospitals, and those admitted for treatment of superficial infections such as cellulitis and abscess compared to those with deeper or healthcare-associated infections such as postoperative wound or vascular device infections. We did not find a difference in the increase in SSSI admissions between urban and rural hospitals or in SSSI admissions for cellulitis and abscess than other postoperative wound infections. In general, the relative proportions of different infection types remained stable throughout the study although there was a slight numerical increase in the percentage of patients diagnosed with cellulitis or abscess from the year 2005 (73%) through the year 2011 (74.1%).
Hospital LOS decreased in the study by Suaya et al. from 9.91 days in the year 2001 to 7.26 days in the year 2009, but it was still longer than the 5.4 to 5.0 day LOS we reported. This difference in LOS may reflect differences in study populations in that our study enrolled only patients with a primary SSSI whereas Suaya included patients with a primary or secondary S aureus SSSI diagnosis. Similarly, the cost of hospitalization was higher in the study by Suaya than our study ranging from $21,287 in the year 2001 to $11,622 in the year 2009. The higher costs found by Suaya may reflect the use of associated cost estimates that include the costs of concomitant comorbidity treatments. In both studies however, hospital costs decreased over the study period potentially reflecting the decrease in hospital LOS seen in both studies.
Results from our multivariate analyses identified characteristics that increased or decreased mortality risk as well as healthcare resource utilization in adult patients hospitalized in the United States with a primary SSSI diagnosis. We were not surprised by many of these results such as increasing mortality risk with increasing APR-DRG ROM level and increasing costs with increasing APR-DRG SOI level. One covariate strongly associated with mortality was year of hospital admission. Although the HCUP NIS database does not contain information on drugs administered or organisms cultured, one possible explanation for this decrease in mortality seen over time is the earlier administration of antibiotics with MRSA activity. As healthcare providers became more aware of the increase in MRSA SSSIs, including those caused by CA-MRSA, the use of empiric therapy targeted at this organism may have increased, decreasing the time to appropriate antibiotic therapy administration and ultimately mortality. Results from a study conducted in patients hospitalized for SSSI treatment suggest a 3-fold increase in mortality in patients who failed initial antibiotic therapy (OR, 2.91; 95% CI: 2.34-3.62). [11] The utilization of the HCUP NIS dataset contributes to both the strengths and limitations of this study. The HCUP NIS dataset is a large database representing approximately 20% of US hospital admissions; selection bias is minimized through the use of weighted numbers supplied through the HCUP. We aimed to decrease the influence of comorbidities on healthcare resource utilization estimates by limiting our study population to those with a primary SSSI diagnosis. Additionally, we used ICD-9-CM codes specific to those infections identified as ABSSSIs in the US FDA guidance document. [1] Results from this analysis should be evaluated keeping the following limitations in mind. First, because of the large amount of data contained in the NIS database, small differences can be statistically significant. Second, the HCUP database tracks hospital admissions and not patients meaning an individual may be responsible for multiple admissions. Third, the HCUP dataset does not include information on specific organisms or medication administration records therefore we were not able to determine why SSSI admissions increased, only that they increased. Fourth, our results are limited by problems inherent to database analyses such as medical coding errors, missing patient record data, and misclassifications. Lastly, the authors provided rationale for the key findings from this study, such as increasing ABSSSI hospital admissions, decreasing LOS and stable costs. However, this rationale is speculative and is based on the authors' best judgement and experience and on previously published data. Future research is needed to further explore and understand these findings.
Conclusion
Our study results show that the number of hospital admissions for adult patients with a SSSI primary diagnosis continues to increase in the United States. Even with the cost per case remaining stable, this increase in hospital admissions contributes to both the clinical and economic burden that SSSI patients add to the US healthcare system. The decreasing hospital inpatient LOS and mortality rate may be indicative of improved management and therapy of patients. Future research should identify potential opportunities to shift SSSI management from inpatient to outpatient treatment settings. The recent approval of new long-acting antibiotics (eg lipoglycopeptides, such as dalbavancin, oritavancin) offer unique therapeutic options that can facilitate outpatient management for some patients with SSSI.
